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Activator for protein kinase C isozyme (s) beta and gamma - contains one 
or mixt. of phosphatidyl serine derivs. and their salts 
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Activators of protein kinase C isozymes beta and gamma contg. one 
or a mixt. of phosphatidyl serine derivs. of formula (I) and their 

salts are new. . . 

Rl = acyl residue of myristic, palmitic or stearic acid; R^: - acyx 
residue of linoleic, linolenic, arachidonic or docosahexaehic acid. 

Pref the activators contain one or a mixt. of diacyl glycerols of 
formula (II). R3 and R4 = acyl residue of 12-22C fatty acid. 

Typical cpds . (I) include l-myristoyl-2-linoleyl- 
phosphatidylserine, l-stearoyl-2-docosahexanoyl- phosphatidylsenne, 

etc * 

USE /ADVANTAGE - The activators have high activating action without 
side effects due to impurities and are thus useful for treating senile 
dementia accompanied with central nerve disorder, esp. Alzheimer's 
diseases. 

Dwg.0/0 
Derwent Class: B05 

International Patent Class (Main) : A61K-037/22 
International Patent Class (Additional): A61K-031/66 

?stop 

14dec00 10:47:19 User039236 Session D8907.3 
$7.98 0.363 DialUnits File351 
$3.7 6 1 Type{s) in Format 7 
$3.7 6 1 Types 
$11.74 Estimated cost File351 

$0.19 DIALNETE 
$11.93 Estimated cost this search 

$16.67 Estimated total session cost 0.758 DialUnits 
Logoff: level 00.12.01 D 10:47:19 

CLR Cleared by Local Party 0000 
Duration^ 2 mins 4 sees 



Thankyou for using GNS Dialplus 



(19)B#ffl«IWr CJP) 02) Q 4# §^ <fe $j| (A) (H)$iFtba&BI#5' 

#11^6-279311 



(43):&gfl B ¥j£ 6 ^(1994) 10^ 4 B 







"F T 

r 1 




A R 1 V 17/99 
f\ D 1 I\. Of f 


D0 1 A A (~* 






31 /Rft 
Ol/DD 














*^^c Iff3tK4>£fc2 FD (£7 




^fijFro— 90522 


(71)iigtA 


000173762 












^££5^(1993; 3/I26B 




S^^SlPfftEBEftoft 1 T@ll# 1 ^- 






(71)&81A 


000231394 
























eb** * 
























^ft^FrfTJgSiE^lWtBT 4 Ti 5 -11 








^ -A 
























n&nm*mm<p£ittm 5 -i6- 4 



(57) ts«] mttbLnmstii. 

CH 2 -0— R l 

R 2 — o-ch o 
1 11 

CHj - O -P - 0 - CH 2 CHCOOH 
OH NH 2 

-tM fe'C r-f VIM A/3 4^ti r OvStt^'J. 



1 

[#rFliM<^§SH] 
[SSRfc© i ] te— 

[4U] 

CH 2 -0— R 1 

R 2 — O-CH O 
l ll 

CH 2 - O -P - O - CH, CHCOOH 
OH NH 2 

7-tv ymcoTis-jmmzmfrL. R 2 isyy-/HL 

^rof-i y^t-tfcr-f Vif -f A/3 ifcttroxSte 

flaw. ' 

CH 2 -0— R 3 
R 4 — O-CH 

CH 2 -OH 



<*tt>, R g *5J:tfR«l±ttSr£. 0S8R1 2—220BB 
[00 0 1] 

-tf CT-f Vtr*-f A/3 * fclir oStMtf!l£HW-4 . 
[00 0 2]. 

-f7-Sfi*(SDAT) fcfc4Ht4>*l*. T)VV>^ 

~?-wmwmm±. mmm^Kxmmx'^mm. 

0&WIW)^>ii-CO4 . SDA Ttefttt* 1 o<7)4Klji(i. 

«s#H**itt#<£T UTJBrt T-feiHlo y >iffi& L , 
lem^^W^&flrLT^SfcV^ iOT-^^. (4> 
WHS. E^<0*»9>*. 145, p. 291 (1988)) . Z\CT>& 

*»4>, KrttcWiMCt^-rsrnx'f t'c 



(2) #H8¥6-2 79 3 1 1 

2 

[0003] rof -r y=>r-f— fe*c tiir-r v-r-f a 
fits Bm§<vtmizmi±L. 

if *3 5 0B*#«ft^&*&ift*jft, p. 92 

10 (1992) ; Maslish E. , Cole G., Shimohama S. , Hansen 
L., De Teresa R. , Terry R. D. , and Saitoh T., 10, 
PP. 2113-2124 (1990) ; TJf SifiE^, 47. p. 6 
02 (1992)) . rSJcowcfi. 4*fB#l£*tf)*fc:3PfiE 

M, 44, p. 123- (1991)) . 

[0004] ztibyu^j — ^citmm^iz j: 
-mx\ n*<r>MMftffimifig%iz&\,^x^m%&wi 

[ 0 0 0 5 ] fiaUtf . Pepeu£,Offl3£T'f2:. igf&FwCOT* 
-fef-^n y vcm&xt. Sf&CDkOfcJt^ 0%f£T L 
T t 1=Bf^5hX 7 r -f-i?/H= y ^ £ 8 Bm&5- 1 
6fiJSJK<7)lH]fM2*6^tLTV^ (F. Casam 
enti, C. Scali, and G. Pepeu, Eur. J. Pharmacol.. 
194, P. 11 (1991)) . 4fc, BflsWtett, Anaducci^ 

30 4 14 2%<7>j&&&MRiZ*&ftX? T fy;H: y 

V 2 0 <7>L«WJ^JK<0 -5 ^ 3 -fe 0 

t^P<75^f^ixT^/0-i:l8S$ttTV^ (L. Ama 
ducci eta]., Psychopharmacology Bui letin,. 24, p. 
130 (1988) ) . 

[00063 L^uar* 1 ^. ?mmx%z>*m*x7T 
att^'^-r ^> 3&>«^ < *> ixx \.\% t \ 

[0007] 

[^^'^ a t ^SiHi] 
[0008] 



• 



(3) 



* [0009] 
[0010] 
[ft 3] 



^6-2 79 3 1 1 



m±. — «ec [ i ] 



CH 2 -0— R 



R 2 — O-CH O 
I II 

CH 2 - O -P - O - CH 2 CHOOOH 
I I 



[I] 



OH 



NH, 



[ooii] (5*tf», RMiS yxf^i, svi-si-y 
'jy-;H, yyi^>*L T^F^SL ifcttK^ir- 

[00 12] SS9*-kf*£L3<&£i: LTti. tb'JW 
^--?Aig. y>BSS. %eH&. 20 

[0013] .kM£—ffi&X*m.i>£ti&-fcxy ri~=J)V^i 

v>mm#tLTH. mux. 

>- • 

1 - 5 y X h -f 2 - y > U ./ >f 7yf i^'/Hr y 

l-5yxh^;l-2-T5^Ky^ 7rf ^'/^ 

Vy - 30 

1-5 i ;xh-f;k2-KatA.Jft./'f;k*^7rf> ; 
/Mr yy 

l t/p s h 4 iv- 2 - y y i^-f y r + y^-t y 
y 

y 

1 -/ VU 5 h -Y /U- 2 -T 7 =*f K y j X7rf ^'/H: 

vy 

;nr y y 40 

1 -X-f TO -f 2 - y J UJT-< )V-*X yri~ itJV-t y 

y 

l -Afr o w /u~ 2 - y y u J 4 iv--frx yr^- y 
y 

y>- 

1 -Af7n -< ;U~ 2 - K n-tf-^f -9V -Y 7rfy 
y v 

[00 14] Ztl^cD-itStyltt, 2-8 9 6 2*50 



->'7y^-*^7rfy^yyJr. ^Bg6 1-2 
3 8 7 9 3 #4i«tEtt<^6-&iw J: 0 «£3S8W S £ 

[00 15]f5rii*>. /y-bD*^'J^3U yzm 
1SM1 , 2-> ; 7 > ^-*X7rf'^3y>'Sr#. 

v ve*x* y ; tf AaosatKiBc i o . § «kt> ms 

1 -T>7l^y-fen*.x*y/P3 y 
I). S&fc:, 1 -7y^/ l Ho*x^y;|,n'j 

1,2- yr->^-*^ 7 TfyM U 

ilSSl, 2-/7^*X7rfy;i^ l J 

[0016]$ 4>te3|c«^Ji. TEHfc* [II] 

CH 2 -0— R 3 
■O-CH 

CH 2 -OH 



R 4 - 



[ i ] t-^$tL-i>*x7Tf-^"fey>'i^^x{s-e 
cDm^im^o&mz^fcfttT&y-UTJ 

[0017] JJSHRiJi [II] T-^$tti>£>'rS>/P 
^y-fen-;^fl|jdt-r4UaBft 1 2 — 2 2«0|gJ!»Kfc L 

[0018] _tJS-&5<; [ 1 ] Ti^§W*X7rf 

v/H=y ^ms»Wi« h y h^x- 1 o o ^fflt^5 >y 

5£*»£s k <tc±IB-«i5t [II] TfiisSii&^r^ 

B^6*»k^ro^:. ^>«r»t. ±E-«b« [ I ] 
*i&*^7rf>^yHsy^»aWlcO-5<=>, IS^IKKJ: 



m 

5 

9ffii$.zti&*x7 rf-^/nr'j y our. mam** 
7rt s J)v*z y y t hwth ) ^miwfi i x-h &m 
mmmmz 2 mzm-th *> wm&tm <. ttz.-xm 
TtmmjsnmTh & ■< ^^y^^ym^M^-th t 
(d i> < , ^(^mmsmti 2 mz^-t h c: 
t a*sa v ^tt«H3KtjeMsr *> * - 1 mm kttft . 

& £ v M23N£P * -I -S) . -igP£4#J 

-T-g. C £ . ifc, LT&»3Pk • 

fi3&&-5-#L &Jf M-fflffJ. IftTJffli: -I i: h . 

[0020] mn&^McDmmmi£m£tz>wii *g 

*>y t'^tfny F3"5rirtf>tt£*!L ^M^S^^W 

^£&§^!±J*7-Ty ^ir^^v-^A. 

lit h*Dt>-7ottWf^n-^7?>-h,' ^ 

[-002 1] gPS4-ffl<^#^£«at^4CI4J§tt 

^tSl, V/Ut>-;K ^y*y>*4ftfWfcW|-fc 

h7#>K ^yy/K-hso, ^/u-^^-^/nr 
t>i^. ztit><vmmmizittmz± imam. m& 

[0022] imM*WZt&Mi2ffiJRft*&ElzjG 

tmm. xstiti- h u a. ?u?l saw- h y ^ a. y 
^fi-**tby>A, y^RZTkaw- h'j^t'co 
p umwzL m& b y ^ a . 7' h z cnmmm 
tti> izmimM&kizmm t . mm*& Lxryyju 



(4) W§i¥6-2 79 3 1 1 

6 

yi-y, ^yy;i^-h8o. #v**yjci-uymk 
t ^ b~z urn T&#T*A£it ut>mtmfiMb ~r 

[0023] iB»ift-WW&«art-«. fcJiJSttJfi^xv^ 
isisiftwhy. yit/ty/yty h\ *?yx 

io mtr J:v^ 

too24] aaii^ffljwsiBfrfs (cussttjsfl-sre-fe 
v-ty^. 5 , yu»7. ^^^7 7-0'. dcyx^-ui/^* 
y r? -/U^r if l-Jn^. T *> tf Jng LT^-g- t^WSffl 
ov'V, T,^ y;H7;^;Vxxf;H^ft 
=5: t tloL fctfyfcsi? y xf u v^r b'^mfii 

izmmLXT-^yMb-tz, m.xm^m^t^izinm 

j&ftZ7vyrfx%b'(QmMMlz&MXl±tti?iiLXM& 

mmtzim v^TY-^mb -ti . 

[0 02 53 ^tycoftmtm^&S-mt. *X7rf 
20 ^VHr y y *fcl±<tr<oa5S£Jb3W£ L "5 SJgOSii: L 

1 0#7l mg~l 0 0 Ois&Xfo 0 . 1 PimMMlZftllrX 
tettZZbtmSL^. 
[0 0 2 6] 

imsmn ot. ^m^mmmmfmkm^zx *)mm 

[0027] ##M 1 

(a) l-^f7D^;l-2-y/WMA7rfx 
30 jl>z}yy0>&tiL 

VJ-JVW (9 9%) 2. 53 g (9mmo i ) tN. 
• N' -i3)\>iS—)Vi?4 5 9V—JU1 . 7 5s (10. 8 
mmo 1 ) $r*7|<f- b7tKo7 5 ft? L . S^^. 

1 -XfTo-f L - 3 - ^0 -fea^x^ y/l^n y > 
1 . 6 3 g (3 mmo 1 ) SrjDi. SA>'t:»«Ei: LT. 

*»-ft^h y^A ( 4 0%) 4 0 Orng fc-f 
1 g^lg^i^^X/l^^K (WT. DMSOi 

Bg-T) 10ml +-C3»lHSiaRlSS*-CMHUfc-f'S^' 
40 V— h y >7A-D M S 0?W?g ( 2 . 7ml) jSttX^SI 

*t y : Jy 1 5ml JnifcS s SSffltCT 3 B#P^KJ!S 

?OD^l/A-^ 9 J— )V (2:1) 300ml, 

— tK (65:25:4) 100ml, X^y-;H 0 0 
ml, 7 hM B - 3ISH4 0 m 1 SJaiT 

50 ^nn^UAT'vS'ti-fliL/.rv-y^^/U (lOOg) 



(5) 



ttM¥6-2 793 1 1 



8 



AtaWt, ;nn^;U-^^y-;P (9:1)600 
m 1 , ^DD*/UA->?y-;l/-* (6 5:2 5: 

4 ) iooomi -cnGKsas ^fu^a^a 

*»£TLC^£flWfcLTBWiB4i-£*tf\ Bttft 
2.57s (8 0%) 

[0028] #«rtRi, TLCM(->'J* 
K SW?§^: ?DD^A-^^y-;l,-* (6 5: 

25:4) ) zn~>Kkz?>, mmmfv 

Mlz «fc SSKtSTJ*— *XX* 7hHt **>R f ffiJiTtJ 

[00 2 9] (b) \-ZrfT'a4t\'-2.-y SV*4 

L— fel)y8. 4 g (SOmmo 1 ) £ 0 . lMCaC 
la^tfO. lM»l»i2 0ml (pH5. 6) 

izmmm. y^~eD (i86*fi/mg, mm 

mMm) 1 OmgSrfllLifc. OW£\ ( a ) T»6*Ufc 
1 -Xf Tn-{ 2 - (J y 7 t f 

y-^1. 77g(2mmol)j;DD*;PA50ml 
t=»»Lfet<0*Jni. 3 0*CtT^4B#r B 1RJE5$* ' 
ft. &Tf&. SJE^. 2Nfil2 0m 1 , ?DD*^ 
Al 90m 1 ; )V \ 2 0ml. 7k2 0ml £Jn 

fc. #^»iX3t^?gt^on^A-^^y-^-0. 
1 NttR (2:1:0. 2) 250ml * JniTiMa 

fuuiWVM,-*? /—}V-%m {80 : 20 : 3. 

ti^fiv (nog) rat*«£»T»ajs 

»4>ft>fc»ffi#»fr6TLC4H>f£fBKi: LXS 
WB7r£*#>. BWftl. 0 5g (54%) o 
^cot^Sr^aorh/^-^^y— (2:1) 

5 0mi csspu o . i mm&kmx y s 
m i ztntxmi&T'3 0ftfflmftLti. »tsl 

jJVWx— J—)V (2 : 1 ) 1 3 0m 1 $-JntT^?S 

b b h 1. 0 0g(5 3%) Sr»fc. 
[0030] TLCM ( 5" y ^^pt* W 

K BRSIE: ?Dn^A-^^/-;l,-il ( 8 
0:20:3. 5) ) Sfi^fcfcCL^ 
'J 7r ->bK>J yKSSfcJ: £> ^tiiT'm-O A.-K 

1 H-NMR (CDCh) : £ (ppm) 0.89 (6H), 1.25 (42H), 1. 
58 (4H), 2.03 (4H), 2.29 (4H), 2.76 <2H) , 3.87 (1 
H), 3.95 (2H), 4.11 (20, 4.36 (2H) , 5.14 (1H) . 5. 
34 (4H), 8.20 (3H). 

[0031] ^^(ommmmm.cr>r^)vmm^-t 



[0032] mm 2 

( a ) TotM >^~tfCtf)fl« 

— (DEAE hS^WP-S) . Mfc&fv'l'hT'? 7 
4— (HiLoad 26/10 Phenyl Sepharose High Performanc 
e), ^r/U^^n-^hifyy 4 — (HiLoad 26/60 Super 
dex 200 prep) „ h'Odf isTJ*94 h?D7f^7 
7 4 — (Hydoxyapatite type C, i&5T) iC-ft"^ .1 £: iC 

io j: "j. *r>f y-r-f Aomin, nw^fr-ajt. 

[0033] 

( b ) 7of^ t— ff cjatfetgoaes 

7-f^nf A -y(l. 5ml) W:, *JIig?8Et7 0 
mMhyx-HCl (pH7. 5) (6//1), 150 
mM MgC 1 z ( 3/x 1 ) . 1. 5mM CaCl 
j (6jul). 3mg/ml tXhyHl (6« 

y(h'JhyX-100<7)10mol%) tl, 2-y 
^W-fy^'J-ta— ^ (S^W y) lz. o. 3%1- 
20 yhyX-lOOs 200mMh'U-HCl (pH 
7. 5 ) SrJPi.. Mb o t4 ^a^- >-£fif-?T 

ran 9*1. c»*£»ru mmzx o y 

>H££ EDTAS:iSt, 20mMhUX-HCl ( j> 
H7. 5) T#R] 30^ 1 ZXiVZfohfrltbMS 

"C. ATPSI {150aiM Cr-32PD ATP (2x1 
0 5 c pm/mmo 1 ) . 2 OmMh'JX-HC 1 (p 
H7. 5) *3Rta» 3 0ju ltrJPiTfifcd 
30 BB*&3-fr. 3 0'CT'l 5$GM ^-b Ltz. ^cr> 
*JfrLfc2 5%b U^anpSE^l 0 0// 1 £2jd 

[0034] ae^±f*. -f- A-r^o^a i90iii 

0^*>1 2 5/i 1 2:. 2. 5x2. 5 c mCDIEJfBlztJ} 
o/iphosphoce 1 lu 1 ose disk {TP 

v h^y p 8 l ) fcrjTFL, U yBMfcSiifeb^ h> 

40 WiiWheatonWOrani- 
v i a 1 COcf^A^ . Atoml ight (NEN, 
NEF-9 68) ^2. 6 m 1 tut. L 

[0035] 7Df-f >-^7— fe'CvStt(±. Tv-fe-f ^ 
(KJE?I^9 0^1) l^MBI'C. t 

xfyHl t:K»$tifc y ^B^^/HBtTfi L-^: (# 
.{4 : pmo 1 /m i n/9 Oxt 1 ) . ^ri>. *X7rf 

^ y ^.4: v-'^ru-f y^Jai.^v^T N y h yx- 1 o 

50 ^T<0S!5tffi«fc 1 9iO7'^>^c0ffi2:IIL?|V^-CvSttffi 



(6) 



1WF6-2 79 3 1 1 



[0036] ( c ) 

£^rr s it <n#izm v ^s§tt £ £ fc * * u & . 

— 7M YlMAtftr^owni. S&fnS. 2 AM* 
[0037] 



1 0 



0>'&E*i3:v\ *^B|£7)7uf'f fc*c$SteffcS!l 
ii. +«ttSEP^F (Eta***) £f#d^Attgi:5fc!£. 

[d 1 ] #1*^7 7 ■f-y-zw: U >*3Wfr£JB^fc, y 
ttfkfc** »t £ E D 5 o 7 T$> £ . 

[n 2 ] #a*.x ? r y yf^gft^ffl^*: , 

tt-fbfc&ft •?> E D 5 o £ 7Ft<7=7 7 X'h h . 

[H3] #a*^7Tf-^i-fey>«aM*&ffiv^, >-* 

^'f>l:J:l.7of^^t-i:C7'f yfU r « 
ttfcfcfctt & E D s o £ 9 7 X'fo & . 

1 S : 1 y$L 18 : 2liUy— ;H8, i 8 : 

3«'J71/yi. 2 0 : 4li7"9*f KS'BL 20:514 
^f^nyi, 2 2 : 6(4K3-9-^df-9-xy®f$- 
DGJii^W y£^i% 



[HI] 



0.35 




18:1 18:2 1B:3 20:4 20:5 



22:6 




18:1 1B:2 18:3 20:4 20:S 22:6 



[El 3] 

0.3 1 




18:1 18:3 20:4 20:5 22:6 



